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earned patent term adjustment. See 37 CFR 1 .704(b). 
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DETAILED ACTION 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1 17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1 .17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on 4/5/2004 has been entered. 

In the response filed 4/5/2004 claims were amended (claims 39 and 49) and claims were 
cancelled (claims 63-65 & 71-72). Claims 38-45, 49-62, 69-70 and 77-78 are pending and under 
consideration in the instant application. Any rejection of record in the previous office actions not 
addressed herein is withdrawn. This action is not final. 

Information Disclosure Statement 
Receipt is acknowledged of an information disclosure statement (IDS) filed 4/5/2004. 
The signed and initialed PTO 1449 has been mailed along with this action. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 69-70, 77-78 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter that was 
not described in the specification in such a way as to reasonably convey to one skilled in the 
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relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. This is a new rejection. It is noted that this grounds of rejection would 
most likely be applicable to claims 50-62 if they were not dependent upon cancelled claim 
46. 

The rejected claims are each drawn to a bacterial cell comprising a bacterial expression 
control sequence comprising an operator sequence from a lambdoid phage where the operator 
sequence has a different thermostability compared to a wild-type operator sequence with regard 
to binding of a repressor wherein the different thermostability results in repression of expression 
of a gene that is operatively linked to the operator sequence until a temperature is reached that is 
3 to 10°C higher than the temperature at which the wildtype sequence is capable of repressing 
expression of the operatively linked gene. In short, each of the claims embraces a broad genus of 
operator sequences obtainable from literally any "lambdoid" phage that must meet the very 
specific functional limitation of binding a repressor (of any type) at temperatures 3 to 10°C 
higher than the temperature at which the wildtype operator sequence binds the same repressor. 

The instant specification is enabling for screening for such mutant operator sequences, 
but only provides description of a single example of a mutated operator sequence that meets the 
functional limitations of the claims (i.e. SEQ ID NO: 2). No other sequence is given in the 
originally filed specification of any other mutated operator sequence that meets the functional 
limitations of the claims. Nor is any description provided of the domains within the broadly 
claimed class of lambdoid operator sequences that are well conserved among different lambda 
species and mutation of which would necessarily provide a mutant operator sequence that meets 
the functional limitations of the claims. Thus, the instant specification does not provide a 
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structural/functional basis for the skilled artisan to envision the changes to a given lambdoid 
operator sequence that will satisfy the functional limitations of the claims. 

The approach taught by applicants for identifying mutated lambdoid operator sequences 
that meet the functional limitations of the claims appears to be novel in the art. Therefore, the 
prior art does not offset the deficiencies of the instant specification with regard to providing a 
structural/functional basis for the skilled artisan to envision a sufficient number of specific 
operator sequences that meet the functional limitations of the rejected claims so as to describe 
the broadly claimed genus of such operator sequences. 

Given that the rejected claims encompass a broad genus of operator sequences that must 
meet very specific functional limitations, and given that the instant specification and prior art do 
not provide a structural/functional basis for the skilled artisan to envision a sufficient number of 
specific embodiments of such operator sequences to describe the broadly claimed genus of 
operator sequences, the skilled artisan would not have been able to envision a sufficient number 
of mutated sequences that meet the thermostability requirements of the claims to describe the 
broadly claimed genus of such sequences. Therefore, the skilled artisan would have reasonably 
concluded applicants weren't in possession of the claimed invention at the time of filing. 

The following is a quotation of the second paragraph of 35 U.S.C 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter that the applicant regards as his invention. 

Claims 38-45, 50-62, 69-70 and 77-78 are rejected under 35 U.S.C. 1 12, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. These are new grounds of rejection. 
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Each of the rejected claims recites the term "wild type" operator sequence. It is unclear 
what exactly is encompassed by this term. For example, does the term refer only to operator 
sequences that are found in "nature" or can it encompass other sequences? One of skill in the 
art, for example, would not normally consider the temperature-sensitive mutant cI857 as being a 
"wildtype" repressor. Yet, it appears from reading the instant application that the term 
"wildtype" operator sequence may be intended to mean any sequence that is mutated in the 
instant methods to produce an altered sequence with different thermostability characteristics. If 
this latter interpretation is correct, then it would be remedial to amend the claim language to 
somehow indicate that the first sequence is a starting sequence that is subsequently altered and 
that it is not necessarily some archetypical operator sequence found in "nature". 

Claim 38 is vague and indefinite in that the end result of the recited method does not 
recapitulate the preamble of the claim, making it unclear as to whether one has necessarily 
completed the method. The preamble states that the mutated operator sequence has a greater 
thermostability than the wildtype operator sequence with regard to binding to a repressor such 
that repression of a gene operatively linked to the mutated repressor until a temperature that is 3 
to 10°C higher than the temperature at which the wildtype sequence is capable of repressing 
expression of an operatively linked gene. There is no positive action step, however, that 
necessarily relates back to this very specific functional limitation. It would be remedial to amend 
the claim to include a positive action step that directly relates back to this limitation (e.g. where 
mutated operator sequences are selected that mediate repression of expression of the operatively 
linked gene at a temperature that is 3 to 10°C higher than the temperature at which the wildtype 
sequence is capable of repressing expression of the operatively linked gene), 
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Claim 38 is vague and indefinite in that there is no clear and positive prior antecedent 
basis for the term "said DNA sequence" in line 4 of the claim. For example, OR, OL and 
wildtype operator sequences have been already recited in the claim. It would be remedial to 
amend the claim to clearly indicate that the term "said DNA sequence" refers to a mutated OR or 
OL sequence obtained from a lambdoid phage. Likewise, claims 69-70 are vague and indefinite 
in that there is no clear and positive prior antecedent basis for the term "said DNA sequence" in 
line 10 of claim 69 or in line 1 1 of claim 70, respectively. 

Claim 50 is vague and indefinite in that it depends from a cancelled claim (i.e. claim 46). 

Claims 69-70 are vague and indefinite in that the recitation of the generic term 
"compared to a wildtype sequence" are unclear. To what "wildtype" sequence is the comparison 
to be made? 

Claims 77-78 are vague and indefinite in that it is unclear how these claims further limit 
the claims from which they depend. The claims recite the limitation of further comprising "a 
gene for a first cl repressor." There is no clear and positive prior antecedent basis for the term 
"a" gene encoding a "first" cl repressor. Does the gene of claims 77-78 necessarily encode the 
"first" cl repressor that can bind the OR or OL operator sequence of part (a) of the claim, or can 
it be some other "first cl repressor"? 



Conclusion 

Claim 49 is allowed. No other claims are allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gerald G Leffers Jr., PhD whose telephone number is (571) 272- 
0772. The examiner can normally be reached on 9:30am-6:00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Remy Yucel can be reached on (571) 272-0781. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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Primary Examiner 
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